LETTER TO THE EDITOR
Trisomy18 fetuses with cystic hygroma linked to positive maternal serum Down's syndrome Triple test screening result
The maternal serum triple screen of a-fetoprotein, unconjugated oestriol and human chorionic gonadotrophin (hCG) concentrations is a well-validated screening test for Down's syndrome. 1 The triple test markers can also be used to identify pregnancies at increased risk of trisomy 18. 2 Cystic hygroma is associated with an increased risk of Down's syndrome, 3 as it is with trisomy 18. [4] [5] [6] Here we describe two cases of trisomy 18 with a typical Down's syndrome pattern because of the presence of hygroma that may have resulted in a high hCG level rather than a low one.
Case Report 1
A 37-year-old woman, gravida 2, para 1, was referred to our unit because of a Down's syndrome risk of 1/28, determined by a maternal serum triple test at 16 weeks' gestation. Serum analyte levels were 0.53 multiples of the median (MoM) for a-fetoprotein, 1.16 MoM for hCG and 0.50 MoM for unconjugated oestriol. A detailed survey revealed a septated nuchal cystic hygroma. Cardiac anatomy was normal. Amniocentesis was performed and revealed a 47,XX, þ 18 karyotype. Termination of pregnancy was performed, and postmortem evaluation did not identify other fetal anomalies. Karyotype on skin biopsy confirmed the prenatal result.
Case Report 2
A 31-year-old primigravida woman was referred for a Down's syndrome risk of 1:116 at maternal serum screening. Serum analyte levels were 0.81, 2.56, and 0.60 MoM for afetoprotein, hCG and unconjugated oestriol, respectively. A second-level ultrasound scan at 16 weeks' gestation revealed a nuchal cystic hygroma, a ventricular septal defect, and exomphalos. Fetal amniocentesis was performed and demonstrated a 47,XY, þ 18 karyotype. Medical termination of the pregnancy was performed and the fetal anomalies were confirmed at postmortem examination. A skin biopsy confirmed the prenatal karyotype.
Our two cases present a biochemical pattern unusual for trisomy 18 fetuses. Cystic hygroma is usually linked with Down's syndrome and Turner's syndrome, but one series reported a 7.3% prevalence in cases of trisomy 18. 7 Usually, trisomy 18 pregnancies have an abnormal triple screen result consisting of low MoM values for afetoprotein, hCG and unconjugated oestriol. The high levels of hCG in the two cases reported here are consistent with previous reports of pregnancies associated with fetal cystic hygroma and positive triple test results. 8 HCG levels above 1.00 MoM in trisomy 18 fetuses have been previously described in two cases, 9, 10 though the presence or absence of hygroma was not reported.
It has been speculated that a biological link may exist between the anatomical finding of cystic hygroma and the biochemical finding of elevated maternal serum hCG. 11 In summary, trisomy 18 with hygroma can produce a positive Down's syndrome screening triple test result instead of one typical of trisomy 18 with a low hCG.
Even if a rare finding, the association of normal/high levels of maternal serum hCG with fetal cystic hygroma should raise the suspicion of trisomy 18.
